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<flu„T Igr.l AIMED IS: 

1 A method for destabilizing non-specific duplex 
formation between a honnopolymerlo sequence o. an ^^'^'"^^^^ ^"'J^ 
non-homcpolymeric target nucleic acid, comprising a modification of sa,d 
S ZopolvmaL sequence o, said ol^onuoleotide. wherein said modifica on 
decreases or abrogates hydrogen bonding between sa,d modified 
homopolymeric sequence of said oligonucleotide and a non-homopolymenc 
target sequence. 

2 The method of claim 1 . wherein said modification is at 
10 ieast one universal base incorporated into said homopolymeric sequence. 

3. The method of claim 2, wherein said universal base is 

3-nitropyrrole. 

4 The method of one of claims 1-3, wherein said 
oligonucleotide is a homopolymer comprising a. leas, one nucleotide 

15 modification. 

5 A method for increasing the proportion of full length 
cDNA Clones In a library, comphsing a use of a modi.ed oligo d(T) 
homopolymer during first strand synthesis, wherein said modined o go d T 
homopol mer comprises a modification which decreases or abrog a es 

20 hydrogen bonding between said modified oligo d(T, homopolyme, and a non- 
homopolymehc target sequence, thereby increasing the proportion of full 
length cDNA clones. 

6 The method of claim 5, wherein said modification is at 
least one universal base incorporated into said oligo d(T) homopolymer. 
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7. The method of claim 6, wherein said universal base is 

3-nitropyrrole. 

8 The method of claim 6, wherein said modification is at 
teast one chemically modified nucleoside incorporated into said oiigo d(T) 
homopolymer. 

9 The method of claim 5, wherein said modification is at 
.east one base analog incorporated into said oiigo d(T) homopolymer. 

10. The method of claim 9. wherein said base analog is 

inosine. 

1 1 The method of claim 5. wherein said modifcalion is at 
least one mismatch incorporated into said oiigo d(T) homopolymer. 

12 The method of claim 5, wherein said modification is a 
phosphate or rihose modification incorporated into said oiigo d(T) 

homopolymer. 

13 The method according to one of claims 5 to 12, 
Wherein an enzyme capable of RNA-dependent DNA polymerization Is used 
for said first strand synthesis. 

14 The method according to claim 13, wherein said 
enzyme Is a reverse transcriptase selected from the group consisting of av.an 

.0 mastoid Virus reverse transcriptase, murine moloney ieuKemia .™ 
Te'erse transcriptase, and human immuno deficiency v,r.s reverse 
transcriptase. 

,5 A kit for the synthesis of cDNA, said kit comprising a 
.odif,ed oligo d,T, homopolymeric primer, wherein said modeled 
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ollgonucleCide Wudes a modification which decreases or abrogates 
hydrogen bonding between same and a non.homopo„meric targe, sequence. 

1 6 A method for reducing mispriming events during DHA 
synthesis comprising a use o. a modified ciigonuCeotide to prime said DNA 
; synthesis wherein said modified oligonucleotide comprises a homopot,mer,c 
sCe- having a modi„ca.ion which decreases or abrogates hydrogen 
bonding between same and a non-homopoiymerio targe, sequence, thereby 
reducir^g mispriming events, white maintaining a formation of a duplex w,th a 
homopolymeric target sequence. 

,7 The method of claim 16, wherein said modification is 
° at ieast one universal base incorporated into said homopolymeric sequence. 

18. The method of claim 17. wherein said universal base 

is 3-nitropyrrole. 

19. The method of claims 16. 17 or 18. wherein said 
1 5 oligonucleotide is a homopolymer. 

20 A method for reducing mispriming during 5' RACE 
comprising a use of a modified oligonucleotide to prime said 5' RACE, 
whe said modeled oligonucleotide comprises a homopolymeric seguence 
lavihg a modification which decreases or abrogates hydrogen bond.ng 
,0 beZn same and a non-homopolymeric target seguence. thereby reduc,ng 
mispriming events while maintaining a formafion of a duplex w,.h a 
homopolymeric target sequence. 

21 The method of claim 20, wherein said modification is 
at least one universal base incorporated into said homopolymeric sequence. 
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22. The method of claim 20, wherein said universal base 

is 3-nitropyrrole. 

23 The method of claim 22, wherein said modification is 
at least one chemically modified nucleoside incorporated into said 
homopolymeric sequence. 

24 The method of claim 20, wherein said modification is 
at least one base analog incorporated into said homopolymeric sequence. 

25. The method of claim 24, wherein said base analog is 

inosine. 

26. The method of claim 20, wherein said modification is 
at least one mismatch incorporated into said homopolymeric sequence. 

27 The method of claim 20, wherein said modification is 
a phosphate or ribose modification incorporated into said homopolymeric 

sequence. 

28 A kit for 5' RACE comprising a modified 
oligor,udeolida>rlmer. comprising a homopolymeric sequence having a 
modf,ca,ion which decreases or abrogates hydrogen bonding between same 
and a non-homopolymeric target sequence. 

29 A method for reducing mispriming during 3' RACE 
comprising a priming of said 3' RACE with a modified oiigonuCeotide^ 
serein said modified oligonucieotide comprises a homopoiymenc sequence 
having a modiftcation which decreases or abrogates hydrogen bonding 
he Jen same and a non-homopoiymeric targe, sequence, there y r^uc,ng 
mispriming events while maintaining a formation o, a duplex w,th 

25 homopolymeric target sequence. 
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30. The method of claim 29, wherein said modification is 
at least one universal base incorporated into said homopolymeric sequence. 

31 A method for generating bona fide genetic markers 
comprising a use of a modified oligonucleotide to prime from a 
5 homopolymeric stretch, wherein said modified oligonucleotide compnses a 
homopolymeric sequence having a modification which decreases or 
abrogates hydrogen bonding between same and a non-homopolymeric target 
sequence. 

32. The method of claim 31, wherein said modified 
1 0 oligonucleofide primes from an internal A-rich region in an Alu repeat. 

33. A method for stabilizing duplex formation between an 
oligonucleotide comprising a homopolymeric sequence and a target 
homopolymeric sequence comprising a modification of said homopolymenc 
sequence of said oligonucleofide. wherein said modificafion decreases or 

15 abrogates hydrogen bonding between same and a non-homopolymenc target 
sequence, thereby stabilizing duplex formafion between said oligonucleofide 
and said target sequence. 

34 A method for reducing mispriming during sequencing 
comprising a use of a modified oligonucleotide to prime DNA synthesis. 
20 wherein said modified oligonucleofide comprises a homopolymeric sequence 
having a modification which decreases or abrogates hydrogen bond.ng 
between same and a non-homopolymeric target sequence. 

35. A method to improve the discrimination between a 
binding of an oligonucleotide homopolymeric sequence to its targeted 
25 homopolymeric sequence versus a non-homopolymeric sequence cor.pns.ng 
an insertion into said homopolymeric sequence of said oligonucleofide of at 
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least one modification v*ich decreases or abrogates hydrogen bonding 
between same and said non-homopolymeric sequence, 

36 A method for increasing the proportion of full length 
CDNA Clones in a library, comprising a use of a modified oligonucleotide 
during second strand synthesis from a 3' end-tailed first strand product, 
wherein said modif,ed oligonucleotide comprises a homopolymeric sequence 
having a modification which decreases or abrogates hydrogen bonding 
between same and a non-homopolymeric target sequence, thereby 
increasing the proportion of full length cDNA clones. 
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WHAT iRr.L AIMED IS: 

1. A method for destabilizing non-specific duplex 

f mation between Pp^^^^^^^^^^ ®" .^"^'-^ 
^^^^^^"taTget nucleic acid, comprising ^S^^^^^ 

target sequence. 

2 The method of claim 1 , wherein said modification is at 
10 least one universal base incorporated into said homopolymeric sequence. 

3. The method of claim 2, wherein said universal base is 

3-nitropyrrole. 

4 The method of one of claims 1-3. wherein said 
„,i,onuc,eo.ide is a homopoiymer comprising a. ieas, one nuCeofide 

15 modification. 

5 A method for increasing the proportion of full length 
cONA Clones in a library, comprising a use o. a "^/j!' 
mmmm dunng « strand synthesis, wherein said modified o go d T 

comprises a modification which C-re" abrogates 
,0 !^o T« between said .cdlfied Cigo d(T, an a non 

larget sequence, thereby increasing the proportion of full 

length cDNA clones. 

6 The method of claim 5. wherein said modification is at 
least one universal base incorporated into said oligo d,T, 
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7. The method of claim 6. wherein said universal base is 

3-nitropyrrole. 

8 The method of claim 5, wherein said modification is at 
least one chemically modified nucleoside incorporated into said oligo d(T) 

5 ■^^^•i 

9. The method of claim 5. wherein said modification is at 
least one base analog incorporated into said oligo d(T) ^^M- . 

10. The method of claim 9, wherein said base analog is 

inosine. 

1 1 The method of claim 5, wherein said modification is at 
least one mismatch incorporated into said oligo d(T) mmmm- 

12 The method of claim 5, wherein said modification is a 
phosphate or ribose modification incorporated into said oligo d(T) 

13 The method according to one of claims 5 to 12. 
Wherein an en^me capable of RNA-dependent DNA polymerization is used 
for said first strand synthesis. 

■m Tiie method according to claim B wherein said 
enzyme Is a reversttranscriptase selected from the group consisting o. av.an 
,0 myorastold virus reverse transcriptase, murine moioney lauKemia v,ru 
TeLrse transcriptase, and human immune deficiency v,rus reverse 
transcriptase. 

p A kit for the synthesis of cDNA, said kit comprising a 
modl^ed oiigo d(T) R»5«ac primer, wherein said mod,„ed 
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oligonucleotide includes a mcdificallon which dec^es or abrogates 
hydrogen bonding between same and i non-^^M target sequenoe^ 
B A method for reducing mispriming events during DMA 
synthesis comprisin"g a use of a modified oligonucleotide to prime said DNA 
synthesis, wherein said modified oligonucleotide comprises a homopolymenc 
sequence having a modification which decreases or abrogates hydrogen 
bonding between M and a non-ffiWM target sequence, thereby 
reducing mispriming events, while maintaining a formation of a duplex with a 
homopolymeric target sequence. 
Q II The method of claim ffl, wherein said modification is 

at least one universal base incorporated into said homopolymeric sequence. 

31. The method of claim fi, wherein said universal base 

is 3-nitropyrroie. 

m. The method of claims «, H or H. wherein said 
1 5 oligonucleotide is a homopolymer. 

II A method for reducing mispriming during 5' RACE 
comprising a use^of a modified oligonucleotide to prime said 5' RACE, 
wherein said modified oligonucleotide comprises a homopolymeric sequence 
having a modification which decreases or abrogates hydrogen bonding 
20 between M and a non-MfSiS target sequence, thereby reducing 
..isprimin;7vents while maintaining a formation of a duplex w,th a 
homopolymeric target sequence. 

m The method of claim wherein said modification is 
at least one universal base incorporated into said homopolymeric sequence. 
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g. The method of claim B. wherein said universal base 

is 3-nitropyrrole. 

P The method of claim g. wherein said modification is 
at least one chemically modified nucleoside incorporated into said 
homopolymeric sequence. 

a The method of claim fi. wherein said modification is 
at least one base analog incorporated into said homopolymeric sequence. 

The method of claim H- wherein said base analog is 

inosine. 

m The method of claim g, wherein said modification is 
at least one mismatch incorporated into said homopolymeric sequence. 

H The method of claim H. wherein said modification is 
a phosphate or ribose modification incorporated into said homopolymeric 

sequence. 

5| A kit for 5' RACE comprising a modified 
Oligonucleotide- primor. compnsing a homopoiyn.e,ic sequence havinga 
modifrcation whict, decreases or abrogates hydrogen bonding between stBS 
and i non«HPM t="3^' sequence, 

:g A method for reducing mispriming during 3' RACE 
comprising a primin'g of said 3^ RACE with a modifred oligonucleotide, 
wherein said modified oligonucleotide comprises a hon^opolymeric sequence 
navlng a modifrcation which decreases or abrogates hydrogen bcndrng 
between SI and a non-RffiigS W target sequence, thereby reducrng 
mispnmlng "events while maintaining a formation of a duplex w,th a 
25 homopolymeric target sequence. 
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H The method of claim g, wherein said modification is 
at least one universal base incorporated into said homopo.ymeric sequence. 

m A method for generating bona fide genetic markers 
comprising a use of a ™d,fiod oligonuCeotide to prime from a 
homopolymerio stretoh, wherein said modified oligonucleotide compnses a 
homopolymeric sequence having a modlf,ca.ion wh^Jecr^es or 
abrogates hydrogen bonding between BH and i non-ifflfs!» target 
sequence. 

H. The method of claim H. wherein said modified 
oligonucleotide primes from an internal A-rich region in an Alu repeat. 

% A method for stabilizing duplex fomiation between an 

oligonu*otide lirainBSIISSSMtW^^!^.^^ 
homopolymeric sequence compnsing 

15 abrogates hydrogen bonding between same 

a A method for reducing mispriming during sequencing 
comprising a use^f a modified oligonucleotide to prime DNA synthesis, 
ao Wherein said modified oligonucleotide comprises a homopolymeric sequence 
having a modlficafion which decreases or abrogates hydrogen bondrng 
between same and | non.pfi«yB« target sequence. 

II A method to improve the discrimination between a 

binding o, an oligonucleotide dWWB® '"^^g 
homopolymenc sequence versus a non-homopolymerlc com 
an insertion into fiJd homopolymeric seqBeh,« of sa,d ol,gonuoleot,de of 
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least one modification which decreases or abrogates hydrogen bonding 
between same and said non-homopolymenc iggieifg- 

II A method for increasing the proportion of full length 
cDNA clones in albrary. comprising a use of a modified oligonucleotide 
during second strand synthesis from a 3' end-tailed first strand product, 
wherein said modified oligonucleotide comprises a homopolymeric sequence 
having a modification which decreases or abrogates hydrogen bond.ng 
between « and a non-^^^^ target sequence, thereby 
increasing the proportion of full length cDNA clones. 



